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[ » sfF a x ® m m ] 
[ a * js 1 ] 

lox - 1 Jte^sgaflfWiMrtifcE sjess. 

[ a * JS 2 ] 

LOX - 1 ftS^tt^-fiSfcttflafiQilft^flffclt^ftZCfcCJ;'; LOX - 1 31 3- 
G>5Sa#«P*'J?ft-7U3. a * JS 1 IE ft' <Z> E S iiffl BS „ 
[ a 5K JS 3 ] 

»e j 5-<&fc»#**iie : 5-<?>lfACJ:Zfc<?>-**>Z, a >fc JS 1 15 ft © E S IEI BS „ 
[ tt * JS 4 ] 

E8ffliB#irr>*a**<9ffli8-?»)?, a*JSl IE ft © E S i&ffl BS » 
[ tt 5K JS 5 ] 

LOX- 1 ite^^fESBWfUPftUrtLfe^t h » » . 
[ a 3? JS 6 ] 

LOX - 1 jte^-^^-^S^tti^^Qjte^^XWr+llCVlCJ; 1 ; LOX - 1 it £ * 

© 56 is flf up m ? ti t u 7 . a * js 5 le ft © # t ss> % . 

[ a 5K JS 7 ] 

tt£3-0fc*#**»£ : 3-<&JfAC«fcZfc<9-?ifcZ, a >K JS 5 IE ft <Z> # L K » tt . 
[ a 5K JS 8 ] 

[ a 5K JS 9 ] 

«T<5iitst' lox - 1 7 zr z x hjac*/*feiiffijifj<?>x7 y - z > 7 £ ft , 

( 1 ) l*;KlS5~8<?H>rft# 1 IS IC iE ft © ^ H h S» C U ; / 7 IS t I^t 1^ I 
IS 

(2) (1) <5lHIIC«*t»ltft#tUi 

(3) /&3?IC£Zfi*ffi©iiE»ti»fc?tt3««&JCtjB:RrZIfl 

[ a * js 1 o ] 

lox - 1 7Dfzx hg^/i u < i* jg »j , ttntfem&.mmsnmiiX'frvt j m&m 
[ a * js 1 1 ] 

LOX - 1 7>?zrzX h £ ^ / £ U < tt Ifi « SJ , * £ f* L O X - 1 56 H SP ftU »J t * » 1% 
■frY t 1 a BS UlL £ , »H<«£&fSlllJE#S5&«Bffl5K!». 

[ a >K JS 1 2 ] 

LOX - 1 7> ^17 K£^/£U < 5! S flJ , J^ttLOX - 1 56 9 SP S'J 9 J * * » 5)? 

[ 56 m <0 b¥ 80 S sfc W 1 
[ 0 0 01] 

[fe«©Hrzft«*»] 

* 56 R , LOX - 1 »£^»y y ?7^ l^ttlfeMf ft&'IC- ^ ft ^ © *'J ffi 

CHT3. 

[ 0 0 0 2 ] 

[ft * ® ft « ] 

ft . ift na j± . A&f»s*<?) : E7 , ;ni»i», at c* c , j**©iiif-?a*rftiifiiif3fi3Kffffl<?) 

feTft, ±Lttn£IMB#iJ<?>-*fl;S* (NO) »M<5M'>#Sl?J)n*^U7l) 

£ a ^ © * » , 8ii^o5gan^i#tzc^au7iiz. » * © ty m- c ft 14 

<5WJ?«(5f ftCl^U7im*^^I#, *tt?-ft.fc'6«Ry*S£lJt (LDL 
; low density lLPoP^otein)iCJ;^±S©J;?«P3,£*fflBgQ 

tfttfRfrtllCVJIffiCffv^tlTfi'J, ait*tt7lll (Oka. K. e -t a. 
I. (1998) P i~ o c . Na. t I . AoaoL. Sot. USA 9 5: 
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9535-40; Ktik utctn t M . e t ol I . (2000) Pfoc 
Ndtl. A c OLd. Sol. USA 97; 360-4). 
[ 0 0 0 3 ] 

iftLDL (WT. oxLDL) Si# (LOX-1 ; lectin oxidize 
d low density lipoprotein recePtor-OR,^ 
If(]^I8Sc3jtt7oxLDL5Sftc)-T>;b7!7n-:>7?ti (SoLWCLinu)" 
ol T. et ol I . (1997) Na-tU^e 386: 7 3 - 7 ), Y 2 □ 
7 7 - 7" JkZffa^ PJ Ji ffl 18 IC tt 1 C V * ^ >4 # C ? ft T I > 1 . LOX-1 ft, tflSW 
ffl BS IU 39 I ) T , OXLDL, ffi&C, Si US !fiH£ , Si ± J± , J5&f*IS**5)»K«^blH* 
H ^- IC <fc <J ?g JS s!S 2§ 7" ft , fbRflEttfcCftUTtt^QEJBtff 1U71! I c>;^f^tL 10 
TUZ. LOX-1 t/VUfeOXLDL©rc';&*#n&fflra5Et«**ZC>ftt&Sl]<?> 
»*-?JiZ. c f- LOX - 1 ilfii9*ilSW^&'LOX - 1 9 >; * > h" 0 El £ fc 

EL IC *0 ft T I ) Z . * , OXLDLC^^SlSaCSitZNOli^fSf^HlDtt? 
A¥z>i«<9lif «J:&iStti*<!)I4cSHt?C VUfStftTUZ. ? >i C , LO 

x - i c«t?tidffl#tffli]^S«#^ L0X-i7>^:zh», filf jtf <5 
£ c * 5* -? & J °r MS tt t >tv « r ft t u 3 . 

[ 0 0 0 4 ] 

y ^ □ 7 7 - kumiss • SiiJf9«*cttas«tMfeif, fic^nmt 
# ffl «5 ft t i ) ? . «i9A««iit^^ 5iii«R. xD^yyv-m&YtWtxn. t 

5)ltlffi5SSftH7ll, I lS?7XAY?D77-77M> : /r-§lft (8 20 
R-AI/I I ) # 50 H ft "7 I ) Z . LOX-1 tSR-AI/I IV|alb<7^ / X>^'i' 
-£s&fr77^y-ClI.*ZS£]K-?$>Z. SR-AI/I I CollTtt, U) Bfc « Q 56 
HE £ S* it g . *««*»©«5ftB&«P, S » « % <9 l?& £ , W3?J83feliElClSI#U7l)?C* 
»it?ftTll? (NdtUl-e 386: 292 ( 1 9 9 7 ) ; J . EXP. 
Med. 19 1: 147 (2000); J.ExP. Med. 186; 1 
431 (1997); J. PCotOZOOl. ReS. 7: 81 (19 
97); Am. J. TroP. Med. H y f . 59: 843 (199 
8) ) . ft o 7 « LOX-1 68R-AI/I I )(H*C, C ft 5 <D £ * IkZ/ &Vk&.Q M 

[ 0 0 0 5 ] 30 

[o*»ttitti ] 

8a.wa.mu )"a. T. et ol I . (1997) Na.tu)"e 386: 73 
- 7 

[ 0 0 0 6 ] 

lox - 1 ae^«^%lI*^)Stt^b^ftfe3tfe^e^^»»t#zt?>;#-??=fttt', -lift 

i/^i^Lox- 1 ©iiftitsitzu^^??, ane^ciaaufe, »BR«tt* 
tst'jfitittjgt&?)J6*ii#Q)W5iiic? | jfflr?c>ieqriig>£«?. * . c<5J;?5lo 

X-lffl6^(9li«»y y777hmfeY7Xtt, S» BR « it <Z> % fiE , IS, t <0 % * 50 
9LOX-1]tfi^(i)SIJtIU7Sffl5t7^Y9X^5I. 40 
[ 0 0 0 7 ] 

C ~? , LOX-1 Itfe^iDiltlHUiDC, LOX - 1 ai^XJlY^X (IT, L 
OX-1 KOYn) Q ft ^ t 8$ ft- *l . «*t2&§JtffU, * Bfl Jffl * O) % jfcflj c 39 U T W 
LfeJ;TCY^LOX - 1 it € * t 5 D-:>7U8M»^ffl(i)^7 ?-tilb 
, t£ ^ 9 *-tffll)fefflfilfl*itCJ: , J*llLOX - 1 » 3- t *t "3 E SfflBatfflilU, 

+ x ^ t ft *l u . \fD?;}iY^xtSEtlc>:cj; l iJt^}lYOxt#Jcvc 

EE J* U . ftY^Xtfifflt^VCI'J, IHT9l«tllStZCV#?f fe. 
[ 0 0 0 8 ] 

( 1 ) m * C 39 it 3 « & 50 
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(1 ) ± IE [ 5 ] - C 8 ] <Dlir<l#C8ElK<&#e H»i:«U/v'H=77SStJgtttt 
IIS 

(2) c i ) ©»»c*«»»ta*r ? ifi 

(3) /S$ICd;lM^ffi©ffittt^a^ttI^^ttM^3SRtIItI 

tt > 

C1 1 ] LOX-1 7>-yzrzXh75.^/^L < ftlSIJ- SfettL OX - 1 96 3S UP *U 
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C1 2 ] L OX - 1 7 y 9 Zf Z Z K JkZf / % U < I* ?1 £ flJ > tfcttLOX - 1 
[001 2 ] 

c fg be a> m m 0 m m ] 

wty^^7iiic vt»«^tj. Lox-iae^tt, 7.10 *s 

l7Kc7n-z>7'tfl.7lll (SoLWOLhnu^CL T . et ol I . (19V 
7) Na.tU)"e 3 8 6 : 7 3- 7) , Y^XLOX-lilfe^^tiie^- I^i: 
JlCD-h'^ftZSfcttQ^^/KEWt-^JlYJlffijy*^-: 1 £ c> 2 * U T /Tv t . 10 
[00131 

*f§BflCfill7L OX - 1 fefe^^ft^^^S^aZiStttt, i|fcKR3trtL«l)»f, » * 
U < I* T ? Z , 7v h, AA7^-l<5iroti7ftZ. » C , S)!»f 7iR b 7« U ? 
C^t^Jftl^^ICK, YOX»fiHl]. * . LOX-1&e3-Q>i$:£<2>*J&>:2 
X E S ffl IS £ !tf IC PI £ ? ft S I ) LtoftH, t7tY^XCft*tU9»4HUl]. 
ESfflSStt> HMfPJack'iJIliU, *tfttX:?V#"-??=X (DoetScUan 
et ol I . (1985) J. EffiiCXOl. EXP. Mo^Pkol. 
87: Z 7 - 4 5 * SR ) . 
[00 1 4 ] 

rLox- i Jte^ipjsatfJPW^tifej v i* , lox - 1 ife^^^ii^iitf! 20 

JStfW*Jr*lfe*£*«HU ( 3? ^ *S 1L it B =5- ) Q % . » ^ ^ Q - 75 <9 ^ IS Q ^ fc'J ? 
ftfe*^£Cff*U?ft.fcttlKtS * BH C fir I ) 7 I* , L OX - 1 16^ <5 

*a#**ftcJp#Jtft7ii i c * # » t u u . * fg be © it a 3- a* £ e s n ss & & s> » c 

3Sf DT , LOX - 1 Ife^<9!EJltAA«IC8P#JtI ffiVUTtt, LOX - lilfe^t 

?= z . rafttt»fe : 3-£&9eas | j»«a®fc»£8!fc07tt, a fc 3- ? - r x -r > r ;f x, 

•J ft. Z # , » * U (ttLOX - 1 it£^^<i)-^*feBiSC^fitfii?}fAl7)tfe 
^t^iSttittUStfif ZC^7f Z. 
[0015] 

LOX- 1 »e^<5feHft"J»«Ktt, 0J *. I* > LOX- 1 9ffiSE5iJt?JlL7yy AD 30 
NAS^&SD^SSCi'JSJC^^H. S 1 YvC>7<JJ:7St?l*jllt»t 

3? fiP *§ (1 9 9 3) 3 6 2-3 Hi- 3f « tt ) « mmmn^ 9) J . -fl&ICmfi3-<9% 
BE tU 4P * tt I* , 5' * Jffi S> 1 5-1 0 0 b P , &H<tt30~50tPt?D-7DN 

^ C^#7?= I . t v> \Z s Neu^oLl Network kttP /Awww. £Ji_y 
itf ly. or*. /seq_too Is/Promoter. Uml ; Rees 
e et ol I . (1996) Bi.ocoimPuti.n3": proceedin?' 
s of t k e 1996 PoLGifio symposium, Hunted 40 
cLnoL Klein eot. . Wo^loL S g L e n t i. f i. g P u i I i S L i 

n % co. ) ^Que^ofgatyflPwat^iir^^dDo^n^^A, £ z/ > * is tu m 

f M9)Sttl^Slltf ItZ?D77A (UtPV/tioSoi. g t S . urn 
n. edu. /softwa.)"e/P)"oscan/P)"oiiiote)"Sca,n. k t m 
) t & -? A ') , ?!Jfflt JC^7H. 
[0016] 

^^BBQitfe^-ft^Y^XI* - i^K, JHT(i)J;?CUfF^tZU«7H. * T . 
Y7X#UlLOX - 1 ifi^9l5y>aJ»t3t 1 DNAtSllL, :9DNAlfr 
lUTt^^ftfe^-ttfAU, •?-yx-f>r'X?-5'-t*StZ. DNAt^CffAtZi 
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^tiiifen^ctt, iBBtffi£»HtSfr#*i 3 -*Jt*Tzc*c«fc , ;fflEici*^? * 

, fflHa»jtt*i>^aB*t»ttr7. ^ c m ^ # 11 «i ^ sra e © m t ft ? ;t <y) c 
ffliBiift»ifejEcufeaB*t»»r7cve?^7. £ > ?->r7 i <>9"^7?-ic 

777'J7^-7>A77?7>F (DT-A) Jt£^-#t^^^1+, ^fflEUHUft/ttfi 10 

lox - 1 ffl;fe^Q>afe^sif<7)'>s< ve-^»f^sttftrft*aiH*tffl}*«ic#7c 

[0017] 

«fe z »e 3- «s * 0 » n. t *> 3 iD > teft ci)!7n->tfflt)Ti=^^<z)ff^tfi?c^*f» 
lox - 1 ae^^t^ffist^iS^^L^Y^xtijzc^*??^. esib^wi 

7tl7D? Y^Xf^QUftCftllTt, M 9 ? 3* C J; M , LOX-lite^efc^fflffi 
[0018] 

* > LOX-lite^^ae^^^ffi^^^JStt^b^tLfeESfflBtttt. W. T <0 -Jg ft c 
J;o7tl#tZC^»?fZ. BP , itfe^^^-^t^JStt^bOfeESSBBtttBai 
S5)5i4?»Htf t-ig«?tgf tZC^CJ; 1 ; . ai^ ^9 t ? - ^ t^iSe^t 7tLfeI 
It, o* 1 ;, LOX - 1 Si^(5)lfi^«(9iS#^iStt^rilfeE8llfi*t83C 
«7H. £ £ > Jte*tt®-£t*g*HtUfeE8lB»ttt«ttO. C <Z> JB E * C « 

t . lox - 1 ite^Qite^is^iio^^^Jitt^rti^ESJBEtttttzcv^-?^? 
t . - m s <d ffi ® & & % m y - m s q is m & z m y ^ # ~z tot«itz:^»s 

U l) . 

[0019] 

**E©»£^&£»»a*<?>fflB*t«fl:-tZ£Sj>:L.-ztt, ftSl<9JfttS 11 ? C); 

# -? * 1 . fly % K . ir-3#ac35ri)Ttt, isuiii8<9a«)iti9satBnic^?f 

Z (*r*fett 1 8 # . 1 25-1 2 ? S , *S^*lPlA;Y^Z ©SfPYZ 

i7ik 26 2- 2 6 4 1, iff « iti « » * BR ) . 

[ 0 0 2 0 ] 40 

$fsfi9Lox - 1 3t^5^^^iY^ztfflufelfWlcd; , ; . lox - 1 s> uti 1? pi & « « , 
m£A9iJi&x&ELB)t <Dnm#mr tus. (.nnme ~ . o t . lox - 1 it 

3- * Ji » % , LOX-1»fe : 3-©SP«S«U»j©SP*fC'PJffi-?$ ! I«it?tt«<, iaBi 

S&fll, JK S? JS * , tt[/i:«S«|e)l^9feiD<!)t7]HiH7Wfflt^« 
"? ? 3 . 
[ 0 0 21] 

f 9X7 l J-I>7i:U l Jfflt^C^»?? I. BP , * 56 E IC <fc «; , *fgB^<3)LOX- 

1 *J*tlfc#£l>»»tjpJJlUfc, L0X-17^:7^^/t^tt 50 
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MfljQZ o y - -y 7 -fife ■» in &t xii . i¥ an c i* , ( 1 ) $f i^LOX - 1 » 
^ q % w v) ? xi & it t \~ ® w v n b r ^ y 7 m % ^ t x± , (2) a » w ic « * 

»Bt»#U, U7 (3) ii$CJ;^M*lEQ4£ttt^fc^'tt?^^%Ht3iRt?C 

V C J; 'J , LOX- 1 hS^/tfeRffIIJtX7 'J-:>7 t?C)(#?n 
. C<5J;?CU7Z?U-Z>7^^tLOX-17JlXhii& l /*tafISJtt l J! 

[ 0 0 2 2 ] 

lox - 1 »e^©fgs#tfP*U?-fi*.^t: i-!i)»c^iA'x ; y7S$tlSTt^)iy; 

WclRfcrjlSUtf, >t I* , Siffl7 9AC3jU7/Tvt J; ? M # M t tb^HZ 
b7«Stnatffffltlu«?H. * f§ efl iz ft X rti»Mj I*, 10 

i ?«(tft»?l)^7UU. mitt . & fiCfe -fr * it & & 7 4 7 °7 

V - . •& 5)t 'X 7' T F 7 'f 77 U — , fl[tt7^77'J-, 7 7 7" A 7 7 - 7" ^ 7* T F t* < X 
?M7-f77 l J-l<i)7'f77 l J-0»Mt?irZO;ff7H. ^ © Ift . ^jR»It 

[ 0 0 2 3 ] 

fll3!CJ:I*5(!il£?)l£ttt»arit?*«»*Q)aRtt. C ft CPRt 7 41 5 U > % ft 0J 
IZ ft I ) 7 ;Tv ft X ? IZ , A7->T$7©ffi^ifett\7 h- 7 'J y hf ti^^^CJ; 
o7«t«jM(5f 7Jt*ltl7fi? C * # 7> 3= I . * fg BE IZ 'J , LOX - 1 20 

&£S0»*JfcJt^7A75/7 l ^7;0f«l&IC±»?Z«lRK £ > \ 7 I- 5 'J 
y H<i)M'>t^«fli;i»C7llfc. ^ Z ? , *5!BS£!)L OX - 1 Ife^<i)fS#f 

tu r ft » % iz ft 17 x a 7 y =r ^ 7 © ± a t w su r x a * . t^tt\Y f- 7 u y h n <o M 

[ 0 0 2 4 ] 

*«afi<9Lox- 1 fcft^QSSjatfW&'jrtifc^t: utt^Jii^x? y - z 7 ?" 75 £ 
ic«i; , ;ai*tife7ifz7f-j&&'/**.ttffiMiffJtt. )ss. ii^fflCffFsrti^fflff, & ft 

. * ffl it fj , mmm (7i>i, y > « . fi^^^ft^siii) . * u - h fj . « * 

f'J , ft 6 ff J . S 5Pf , * 51 * m 7X . # 31 m , fR ff* flJ , Pft JK #J, £ A ffl J7J ft J « t E & t J C Y 30 

# "7* 9= X . * *L . *5CKD7, ^(9ffi«)»8H7, 7 X A 7 ¥ > . 7 ;i/ Z 7 , 7 V 

y y , 9" ;u 7 5 7 , y^iojs/i, Hn ;S 7 ;u 7" § 7 . -t? =7 f y . * 7k <t % . 3 S 
. fi»^i*^7f » y h □ - -/I/ ( y > z k - h . yifh-Al) . *£ fH ( # » 
£ &» » a ) , ft & □ 7" y 7 « t s /C 7* t j; u . itiii(s>*»»^t?*ftctt, fly % w 
7" p 7 » * fe i* © m cr> m u * t $ ^ * si js ( flu % w , d - v n, e h - ;u . 

D-77/-7> D-7>:f--)L Ht7^ f- 'J HtSt't<9) cafctlC Vflf»* 

u < . r >j iz . M^^mmmttm, mxtx, 7 h □ - h ( x 9 j - h » ) . * u 7 ^ □ - 

I (7D^>7D-A, PEG*) , iM*>4ffl8tt« (*yy*^-h8 0, H 
CO-501) IVK117UU. 

[ 0 0 2 5 ] 40 

* . E5lZJ©b s 7-Yvn*7'-t2;HZ^AU7€ffitXZVt"7*9=X = T-f 9DJ?fl* 

H7tt, flij^w^ n h" d f v ^ f ;H2 o - x , V7f>, 71? 'j [ ^ f ;i/ ^ ^ 7 y h m 
] li'jftunnijjffiii?*?. u * y - ^ , 7^75n5D77i7, 

7^DI7173>, 7" / St =5- , / J7C)HtlfflbferjDO , f : 7y7f 'J 

A y-77xA (Remington's P U^mcLceuit i ca, I Seine 
ce 1 6* 1 e d, . . Oslo ecL. Ci 9 8 0)*BR)t?UfflqI«g?9)^. 
'i?)*, »»tt*S"JVU7atitnsU^ (fflitff. Lantel- e ± a_ I . 
(1981) J. BiomeoL. Ma-teK Res. 1 5: 167-277 
; Loonier (1982) Ckem. Te & k . 1 2 = 98-105; 
8 i irnxn et a. I . (1983) BioPolyme^s 22^ 547 50 



JP 2004 208662 A 2004. 7. 2? 



-56; US3.773.919; E P 5 8 , 4 8 1 ; EP1 88.988»*BR 

) -? ti <) , *%«®&j$«&&ratffjcjiAiis#3. * te , s*7zTzzK£&fffijt»jafiH£ 

[ 0 0 2 6 1 

A £ ^ © ft * tt . » * U <ttftt**AJICJ:«J4Tt)*l. n K n a M . ftiWStt. A t a 

t* # # if s ti z . t © « , mew, iw, iDi^gsi^'jt^ti 

* z ai sj ® as & « # 11 » # c * * s z # , aii*?»)tiBrfttt35ic«D^3ta«a 

*tt«fiSRt^C^#?^ 3. 10 
[ 0 0 2 7 ] 

® l o x - 1 »fe ^ * » m t « u te s it , lox - 1 q x « e a w a 
« # # it 1 1 c * . tfJ^ftZc^ffWEOfc. -3 * - l o x - 1 o 

It?)^IlS&t«SIJ^l7ti?5)^ ^Cf, * f6 afl & , L O X - 1 56 a W *'J ffJ <5 
X? l J-:>7Jftt*«tI LOX - 1 7>^Z7 S£<>/£tefaGl« 

* J I* . (1) LOX-1ite*©SS33SUfl*tt0T»ICI/tf-*-»e*t««Ute'X? 
9 - t 41 ft U . (2) §**<?*--£?i£ffl§8c*Al,, (3) i*E£»»C*(*!»Htfc 
M * . ^ L 7 (4) l/*-^-»e^03EHt»Mt ? ? VC<t 'JJBRt 3 C Vflff 3 s 
I . 20 
[ 0 0 2 8 ] 

LOX-lJae^^SgaSJMKB:, LOX-1 t:-FtIilfi? (ffl^R, B«** 
1 IC IE «! © » * E ?U ) t?J!U7!7'yi l DNA#i;ft5!]<i)¥ai:J;- 5 77n-:>7b7 

< iu«7n. #j *, i* « s 1 y y e > r ft # (D %t 5 ffl *6 & © » 3t ?j ft # & a ? & i . 

* te > 3& £ ^- <S> 5 '*li<i)i£Si9Jt?D-7'i;b7^/i l cDNA7-(77 
I) Z . ^17, #^Hte7C]->iai 0 k b P f 1 C Ji 'S< 5 ?flffifl?3t'*ftt»i 

^U7H. 5fi*<b * tea Br >T <b ^ ftteBrfr c-3 ut fgJSQ&7 

[ 0 0 2 9 ] 

FJ-zRystcRjt^-tiau. #J x, la . ;u 5/ 7 x 5 - -t? , a * 7 - -e , i?-i , 7n : yy 

- -t? , FIJ-^SftStlltS^ilE^lxtf-^-Jfce^tttffltZCVtff-fr^Z. LOX 

- 1 a£*Q?e3ESU«««&&'i/3fc-*-ii£*tiafrafr^? * - 1* , m h <s> w £ » bb 
ic3TritiU'/K-'J'-©56atqr«icr?eQ)?»)tLr*«fe<. *t c PR £ ?• ft. « 1 ) . 7- ^ x § 

Y - 2 - ( #J % I* . 7>CVy>, f F7t^'J>, * ? 7 >f 5/ > * 7D^A7xZZ 

-;u#ic«-r^wtt»e^-) tz-pt?ae^tz-FL7H7tj;ii. 

m m © * y 7 o u x r h © * a la , * - f q su pr b * an a t si u te u a- - -tr r m c 

[ 0 0 3 0 ] 

*fgBRC7)LOX - 1 * a » WlffJ © 7 9 'J - Z > 2" C ft I) 7 la , *5£?ftte9gBB*<7*-ia 
. ^C^teM^A^ftZ. 5!i^7?-t«AtZtiVU7B:> SHE tf . till, * 

m . ffis, ffi * a . iff ft*^iiii5^i«isstf tf i o;#7?, » c pr * ?■ ft 
s i ) . * te , ^ 9 * -t?fi:ilfflfl8^*AT z£ftfc&S]7>;fcZ . fll te ta . ^te*JEffi©» 
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*t <o % . m a a )i x m jl a . y * y - ^ a . ?^no-/i5f 3 >a, u 

I 7 i 7 a > , 'J*7i7n>, 'J > Z& * h V ^ L ft . DEAEftZh7>Sl, 
[ 0 0 3 1 ] 

JSC. *fgBH0LOX-1fgHflP*Ufj0Z!7'J-z>!/-?tt> *f6EE©S6IS^7 9- t£ 

t'SBific^UT««»ittSHrit^. x tt w c usi ? ti r . fly a. is. & 

£^7^77U-, £ J# ^ 3-^b •& % 7 ^ 7" 7 U - . ^fll\7f F 7 O' 7 U - > fit # =7 
^77'J-, 7>7A77-7^7-ff : ?^7?M7'f77 l J-f5)70'7 l J-<5» 

[ 0 0 3 2 ] 

ffltlcn?H. fl"J * tt . L/*-7 1 -»£^->;UT^5/7x7--t?, 7j^7-^r, J8 

<9«ilia*t*«»)ttK)tt^-ttfe»dV, Kilt V?itRU , & l£ » X 20 

[ 0 0 3 3 ] 

£ , *£BH0LOX-1»fe^fcW»!»tffifllU*.S*ICJ; , K LOX-1 #/f\77 
T * ffl 7- 3 . ^ C? ~? , * f£ BE tt , LOX- 1 «affi«ffJ<5X!7 l J-Z>755»ta«t 

« » K * <z> *i it ic <j iz/K-^-ite^tDfgiitffffiiirti^ttJf&x? 'J - z > t t ft 

W J; U . 30 
[ 0 0 3 4 ] 

* . lox-1 o^^^zrzzi-^KasfJ^^Dia^zTzzK^ffiiiffjsis^Hb^ii*!* 

. LOX - 1 * 'J^7f FC^^t^t&mtlKtlCYCt'JilCU-f f C 
©J;7577 l J-Z>7tt, L0X-1 JR^??!! VCHC«6t2ft6»tSt'^ 

[ 0 0 3 5 ] 

7 7 y-:>7ClUU? LOX - 1 tK'J^7-7 h" tt M « *. * 'J ^ 7- 7 h" ~? & o T t , 

■ CJ8iritfe»l. tfettli^V U7<9if ?5n7t J;U. fctfcSCW^UTttWlC 40 

«i r r « < . mxtXs m is m a » , a as * « ± >i , *B«4»i4tt, » 5¥ * » a m » . 
« tt tt iB » > ssiKRiiMn/f f, # ^ 7- f k tt ft -& * , smfcfti- it^m 
. ^«^b^i»#*ir>5tii. i$^pC^tSM7--ttZL0x-i7rc i J^7-Th"ia, fltu, 

a»U^*'J^7f P ^ U7, Rfll/K 'J h" V b7, }fi ft C £ 7" t± 7£ M * U 7 

. ft©* 1 ^?!? FV<5Bft* l M7f F^U7, ID SS R ± C 56 JS 7" tt ff? flU V U T . Sft 

iS 7> * U 7 M aft WlC 8 1ft 7" +> 3 C V #7H. 

[ 0 0 3 6 ] 

LOX - 1 Tit 'J 7- 7 h 1 tlU7, CtlC^^t^* l J\?f Ft77 'J - Z > 9" 3 £ 

ft * U 7 tt , S**C^5D<P*<<?>^fttffil)?OV#Rr«-f*)2. CQHS^'J- 

Z 7 7" . * I* . ft 15. 2£ B ft C <fc 'i 7 C * W T* 3= 7 . A ft ft) C . Vk T <D «fe 7 C ft 7 50 
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C Y W "? * 1 . $f bio)!^?? h"tD-F tONAt- PSV2neo, PcD 
N A I, PCD8 sy0**»£*5eSffl0^?*-ICJfA-f3::*-?»»fllII8S 
y-^SaJte^tfEBE^tt?. *acffll!3?aE-?-VU7K SV40 ear I 
y Promote)" (R t H y I n Wi I I i a.mson (eoL. ) , G 
eneticEn^ineerin?. Vol. 3. Academ i c Press 

London. P. 83-141 (1982)). EF-1 a P r o m o t 
e r ( K i m * Gene 9 1. P. 217-223 (1990)). CAG 
Promoter ( N i w a e -t a I . Gene 108. P. 193-20 
0 (1991)), R 8 V LTR Promoter (Cullen MetL 
ooLs in Enzymolo9-y 152, P. 684-704 (1987). 10 

SRa Promoirer (Take te et a I . Mol. Cell. 
Biol. 8. P. 466 (1988)), CMV immediate ea- 
rly Promoter (Seed, and, Aruffo Proc. Natl 

Acad. 8c i. USA 84. P. 3365-3369 (1987)), 
8V40 late Promoter (Gkeysen and Fiers J 

Mol. APPI. Genet. 1, P. 385-394 (1982)) 

Adenovirus latePromoter (Kaufman et al 
.Mol. Cell. Biol. 9. P. 946 (1989)), HSV 
tk Promoter 9 © - MAS c era-? 3= 1 7° □ t - 9 - ■? & ft fa t ffl u t t 

<fc I ) . 20 
[ 0 0 3 7 ] 

»»ffll8C»S*t*A*ZCV?**»e*tfcS?1tZfc(WCtt, 1^ KDtTCU- 
V a > ft (C/i-U, G. et al. Nuol. Acid Res. 15, 

131 1-1326 (1?87)), I J>B&3;U;/'5A3S (CUn, C and 
Okayama, H . Mol. Cell. Biol. 7, 2745-27 
52 (1 9 87)),DEAET*+7h7>ft(LoPata, M. A. et 
al. Nucl. AoidS Res. 12, 5707-5717 (1984 
); Sussman, D. J. and Milman, G. Mol. Ce 

II. Biol. 4, 1642-1643 (M 85) ) , 'J*7i7f>S 

(Derijard, B. Cell 7, 1025-1037 (1994); 30 
La-mi, B. T. et al. Nature Genetics 5, 22 
-30 (1993); Ra&indran. 8. K. et al.Scien 
ce 259, 230-234 ( 1 ? ? 3) ) foJStfJi Z llf tlQtSCJ: 
•>7tlll. 

[ 0 0 3 8 ] 

w n m. <z> w % y s -> 1 1) 3 t y ? □ - a, tn ft © ss is w at (iei--?) t * * w © a? 

C K-7-tlt#*VU7RililTll7ll3 t<5t?Jfflrj?)Jflf??3 ( IS * E ^ 1 3 

85-90 (1 995) ) . Yilf 7D-:>7 tOMb7, £ - # ^ 7 h 7 40 

- -t? . 7JH--xa6^>A7R, 7i^f^>8-h7>x7i7-ir, 8 e s * * 

y K0% (GFP) #¥Y<D%t-£;XV\7-?F-Z%mtJZ:YW-??^\9 J ?-W^Wt 
tl 7 I) 1 . 
[ 0 0 3 9 ] 

n 6 * 'j 7- y h" ic r i c y c «fc l o x - 1 lu^/f P(9ttSt7f ^^tnutt 

AU7, S£ 6 # U 7 f h" t m H r I 75 ft t « ft 7" tl 7 t) 3 . 0J £ l# , 7TC U c 7 f 7' > ( 
HiS-ta?) . 07JH>1^Ili HA. c S c - m y c ^ F L A G > VeSi 
cular Stomatitis 7^^7ffi^>A7g (V8V-GP) , T7 f 
enel 0 5>A78 ( T 7 - t a » ) . tl*aitt'\JU'XZ , >'l'^ZM*>A?H (H 50 



JP 2004 208662 A 2004. 7. 2? 



S V - t OL f ) . E - ± a. f (ty 7Q-^;i77--7l9lCh-?) SV^lCh- 

f h" (?) X 5 U - Z 7 7 Q fe to © IC h - 7- - in ft * Y U T ?J E ? 9= I ( H « E * 1 3, 

85-90 (1995)) = 
[ 0 0 4 0 ] 

AfiaBC»l)7lt. -2 tl * <0 it ft t . 3fi^a#?^}S*feffJt?UEU7Sfl»U*LllBIB»fi5S 
IC^tatSC^MC^yftS&^fttff^t-ttlo C(5ftjjS^ftH:L0X - 1 7TC'J^7-f 
h" . ^ 4l V SS ^ SI* t * t 3 l) ^ 7' ^ F > ft J; 2# fit ft » K S 7 . ± IE X C K - 7' C « * 1 

ft * t h u z * ic . l o x - 1 a? y ^ 7- f h" c n 1 1 ffi ft t jpj ffl u t a & a » t « ? c 

UrI«?J)1. L 0 X - 1 * ') 'X 7 f F C « t ft , flU, LOX- 1 fv'M? 10 

t f t □ - f ■rz)tg^t)i^*XBiafEJS'x 7 ?-cf AUTXiin?f tt, % 

Jirtt^/KU / X7-fH ; t«^U, UtLt^f t Y^X, 7 y t~ . f f . Z 7 F 'J £ Y IU 

z. £ , ^ku^lox - 1 3? ') ^/f h' <i)St^ 

[0041] 

$J £ f# , ffift#777l9"G ta ft ? & *i l# , Protein A Se 
PUrosefPf-otein G 8eP U)"osetfflU7a;l7tt?CV#? 
?=^o * . Lox-i«H?n , t, #j £ w , GSTsy^xcK-T-^^atdTK 1 ; 

14 x e h-?i:Rl«icg&tift8tfJib7, l o x - 1 * u ^ 7- f f <z> fit ft t m m 20 

[ 0 0 4 2 ] 

ftSitBQ-Sft^SSCTllTtt, -BU /L £ fifl (Ha.^ I ow, E . cl n c£ La. 
ne, D. Anti tocttes, PP. 511-552. Cold 8 P J- 

i n §• HcLrfcorLoLfco^cL-tory P u i I i cat t on s, NewYo 
r k C1 9 88) )8Ett<535ac«£-3T, *fctt*l>TfiJtBrj;U. 

[ 0 0 4 3 ] 

^S?t[lttlfe^ l )'H7fl ; <5ltliCH8D8-PAGEi»;-MJ!]-fi?) l J, 7§ ^ £ 5« Jt <£> 

^ii,tfflnj:n« n?f f ^ 3- s ic ') «s -& u 7 u £ * 'J ^ 7- f f t M f 3 c 
v * -? 5= 1 . t *l . c © . -jftflacttLox - 1 ccisfti;fe*y^?f f 30 

i* . 7 Yy-se^i^6>;nofe« F^s^^g&^tt^iiitsc^ttsis 

Z © ? . 2&#tttl3ttx*-**>Z 3 5 8 -Xf Zt:7^ 3 5 8 - V 7 t O t 
«5R-?JBilStJS«U. ^ IB IS W © * U ^ 7- h" tf^IlT, CfttttllltlC V?«JB« 

u ;u ^ ^ f 7* ^ # 14 a tt © * u 7- y f t « h u , ^ijBWtaJtJcH^n. 

[ 0 0 4 4 ] 

* k, > LOX-1 PtfflU7, I* * U ^ 7- F IU ^ r 1 * l» 7- 7 F t 5 St 

tnSH7tt, flJ % I* . 7X7F7X7^7 7"Dyx-f>7)S (Skol n t k , 

E. Y. e t ol I . . Ce I I (1991) 65, 8 3 -? 0) tfflll7fi 

7 C * # ? ?= Z . tSftt, L 0 X - 1 * 'J ^ ? f h" SSe f Z * ') 'X ? f F t f a U 7 40 

uic^tff^artiUHiB, fflij;v 7 (in i 1 , zapsy) t 

fflll^cDNA^r^J-tfflb, CiltLB-7*D-7i?*«ttt7 
C*irtJ£* l M?f FtHtb. aSl7fi!flfeL0X- 1 P V±8E7 

^;U^-^t>R»r-tt. LOX-1 7lv l J^7-fh"Vilifi-&Ufe7K l J^7-ff ; tfgHt?7-7 
-^tWatlC^VfcWttlW.fcl). LOX-1 * l J A 5?fKt«It?Sft^U7B:, C 
t f > ^7t? ; />(i)iS^ttt?JSt7 SS, LOX - 1 lU^7f PSttLOX - 1 * U 
«?7f h'Ctt^Ufe* 1 )^?? F («^KG8TS¥) C» *ft C ftft t ? ffi ft t ?Jffi t 
? £ S , 7 ! /*70 f--?t?Jlt3 Sft>JI3:S*t?Jlt T Sft*#*ir ^ftl. 

[ 0 0 4 5 ] 
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: yX7/»(Fielols, S . . ancL Stern^lanz, R . . T r e n 
is. Genet. (1994) 10, Ddlton S. a 

nd T r e i S m a n R (1992) CUrcicte)" i Eat i on of 

8 A P - 1 , a P rote i n recruited, by serum res 
Ponse f clg to J" to tie c-fos serum response 

element. Cell 68. 597-61 2, l~MATCHMARKER 
Two-Hy t M d Systemj. rMamma I i an MATCHMAKER 

Two-Hytrict Assay K i t J . rMATCHMAKER One-H 
ytMoL Systemj (uf tit 9 D>f y , r h y t r i Z A P Tw 

o-Hy I) J- i gL Vector Systemj (z h7^/->ttS) ) tfflmfi 10 
j 13 ft # * ir * ft. 3 . 

[ 0 0 4 6 ] 

2 - A •{ 7 'J y ; yXf^Cfil)7(J> L 0 X - 1 tK 'J 7' 7 h" * I* ^ © Si * ^ y f p 
tSRF DNAIS^iS^.ttGAL4 D N A & ft «M Y Bfc ft 7 tt T R S SE AS © + ? 
fg SE 7 , LOX - 1 7Jt U ^ 7- f f* *fiftTZ;a?y*<7-7 c h , tfgS0TUZ:?*flf : 5-«7 
ft 3 ffl @S J; ') , V P 1 6*fcttGAL4fti:Etttt«ttVlttft*Z^-?$glS*Z«fc"ySG 
DNA7f7"7'J-tMU, t?ft.t±lEB#»fllSlC*AU. &W7ft*.Il'l±?[:-7# 
^7-f77'J-ft*cDNAtlllt2 ( it M BS ft ^ * f6 Bfl ^ 7TC U 'X 7- 7 F-' * a ft 7 Z 
*'J A «?f P#*Htn. ffi*©iKSftC£Ul/7R-?-afe^#>S'l£tt7ft, 1659 
D->»SS-?U) . SiUfecDNAt^IiClAlT^JStttlC^Ct'J, 3t 20 
oDNAtf^-PtHU^?? Ft#JUV*?n. CftCfcMLOX - 1 /K'M? 

[ 0 0 4 7 ] 

2 - ;W 7 'J y F 7Z7Z*Cftl)Tm>^ftZU7C--7-itfe3-*U7tt. fll /t, l£ < HI 
8 3 » £ ^ <0 % . A d e 2 it <E 3- , LCLcElfi^, C AT»fil, il/ V 7 i 7 - -trttfe 
3- . PA I - 1 (Plasminogen activator inkititor 
tyPel)»fi^¥»*ifUlff, Cft^ClUKR^ftSU. 2 A 4 7* 'J y h" ft c <fe 1 

n'j-:>7tt, b ffl- © «! , iLtaiieytf oTfi?^n-?H. 

LOX - 1 ^^7f H ^^^t^t'&it^X? l J-Z>7tt, 7 7 -r Z 7 7 D Y h 7 
77<-tfflU7fi?CU?n. «Jtff, L0X-1* l J / \7-7 c Pt77^Zx-f- 30 

*7Ai?fflftciii, ::clox - 1 # >\ 7- 7 f vaet^at^?? k* t * a u 

TllZcyS'f «TJl7«asWtlitZ. COJiftOlftaiStWfcUTlS. flj X I* iffl SS 
tt ffi » , JBl8JSIftt*»*irmiI. «*W5pft»fflU*.«, 7j 5 A t 5* * U , *f6Bflc7) 

7j? y ^ 7- 7 h" c a ft u 7t * u 7- 7" h- 1 m h * 1 c 7 # -? 9= 3 . 

[ 0 0 4 8 ] 

tt^ftfe*^??! 1 !*, J t<97§/iB5 l Jt**fU, Jl tftt*ICtf l JZi , DNA7ftJ#l, 
. ^DNAt?D-7H7oDNA7'f7'7 l J-tZ!? l J-:>7t]C^i:J; l J 1 i* 

[ 0 0 4 9 ] 

$ *l . * y ^ 7- 7 h" c rr r > * ?g <z> # y ^ 7- 7 h" ic a ft r z ^ ft w c 7 □■ z x f- vt & 40 

^7>^n:7FtttO t3tglt375ft7UT&, $J 7 W , BtL*LOX-1*H 
?f CC, ft m it ft , 7< M A 7 7 , H <»7>7i,77-7'\7f Ff^7M 
7^7"7 l J-titffl71±, LOX-1 * 7 f F IC ^ ^ t ^ ^ t 7 7 'J - I > 7 t ^ 
75 ft * , □ 7 C 7 h 'J 7 Jl/ 7 5 X f- D -fiffilC <t 2 A <f 7 — 7" y F t H II 7 7 'J - I 
>7SS (Wr i Hton NC; Farrell FX; CUn^ R ; K 
aSkyaP A K ; B a r f> o n e FP; Mulcaky LS;Joknso 
n DL ; Barrett RW; Jo I I i f f eLK ; Dower W J . , 
Small PePt ides as Potent mimetics of tie 

Protein /vormoneerytkroPoietin. Science 
(UNITED STATES) Jul 26 1996. 273 P458-64 50 
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, V e r d- i n e G L . , Tke combinatorial c K. e m i S t r 
y of nature. Nat u re (ENGLAND) Nov 7 1996 
384 P 11 - U, HoUn JC Jr., Directed c o m b i 
na-to M a. I chemistry. Nature (ENGLAND) Nov 

7 1996, 384 Pl7-9)tfS**C&3l]-?9>Z. 
[ 0 0 5 0 ] 

A^tf-E^-ft. LOX- 1 F V*:HHb'&»'fc®IBS>ffl£ttfll"S«*®#ll 

h , tlll7#TaitZC);S< , * I ? 7 X' t > tt-S -7 7 ^ ;i/ ); I 7 'J 7 il, H 10 
^CS«t3C Vi!lf°I«?J)? (i^,ttB I Aco)"e, P UMnao i aS) . U 

>: tt ant ft w * © tt ft t « r I c * #? °i «g -? & 3 . 

[ 0 0 51] 

* . ^fgBflc^LOX-liftfe^KffiMtftfflU^lSiaiCJ; 1 ), LOX - 1 ©XSlCJ: 

n a m f& ■» » r z c v , £H&&*«E#w*u?:iiz?*#¥jrcufc::*cj; 1 ;, l o 

X - 1 7>^ZX ^^/* ^RiS»JttP3^^««(1lTU III I*«OiS#JtC*ICflt 
*«ESJ1! U7#l?9)2C^!#fv?ftfe. «£ ^ T , *fgBflttL0X-17>-yD , Z7.f~£ 

i* / 1 *.i*&isji | Jt*Bjft , fr* * 1 \*3Am&o)'&i : &m$t i i«<5)&jiiii&iit*isj 

ta«tU(5?J)J. L O X - 1 7 > ^' 17 H&Ef IJV U7tt. * ft ffi 20 

fttfif^C^*??! (fil 2 0 0 0 - 1 0 943 5^- & W ; II BMt SF SB W 0 0 1/6 
4 8 6 2tA>7l/vh) . 
[ 0 0 5 2 ] 

C C ~? , + ft ffi ft * , LOX-1C»*«C«dU, *t®%&.tMtk£*LtiinfeT-£-& 

«t » t « r . ^ftfflftR, Lox-iifett^^-ftDS^^is^fScfe'jffS 
?ti3ffifli5l.7Ky?n-?^ Eft (Current protocols in Mo 
I e c u I a r Biology (1987) Section 11. 12-11. 
13, Jokn Wiley & 8ons#S?J SC/t y 7 D-^iUiift (CuJ"J- 
ent Protocols in Mo I ecu I a)" Biology (1987 
) Section 11.4-11.11, John Wiley & S o n s # 30 
H ) #^IRtlC^?H. * . **W<D + ftt)tftCia, + / ^ ffi ft , - * M tit ft 
(Tke P k a. )" m ci c o I o§-y of Monoclonal An t i t ody 
Vo. 113, Rosenfcur9- a. n d, Moore e dL . , (199 
4) 269-31 51, Springer Ve)" I oi^#S) , f RSttlft (Le 
Doussa, I et a I . (1992) Int. J. C a n c e r S u P 
Pie. 7: 58-62; P a u I u s (1985) B e K r i n 3- I n s 
t. Mill. 78: 118-32; Mi I I stein ancL Cue I I 
o (1983) Nature 305; 537 _ 9; van Dijk et 
a I . (1989) int. J. Cancel" 43; 944-9;W093 

/in 6 il#s) , t hitfiff (presto. (1992) curr. op. 40 

Struct. Biol. Z ■ 593-6), Uffift (WO ? 2/0 3 H 8 
;WO94/02602; M e n d, e z: et a I . (1997) Nat. G 
enet. 15; 1 4 6 - 5 6 l#«) , JtC»CFaL Fat' , F Cat' ) 2, 

FG&z>Fv5r0mftBJr>rea**iz. t % c * 5 c « d a? u x f u y 7 v □ - h • -? tf 

7Hft>-8-F7>77i7-tf, 7'J->S*i&«, c *f >f ) VaE^^+L 

9BSS7S5IL, r «J C A- 5 C Ja l> Br M © H * «S d t 1 C * C «fc l ) . * fe I* . t ft ft ft 
t □ - K tllfi^tSStl, Ife^I^fiSfS (Borretaeok and L 
arrtck (1990) TkeraPeutic Monoclonal Ant 50 
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i.kodi.es, MacM i I I an PutliSke^S L t ct . # I ) C J; 'J 
ft K * J C Y # ? 3= I . * , /&9SCSl>±&S>flH*tt, ^<5ft©«fiK©a»^|5|*IC 
& 50 <5 £ ft , 0J K , ?DTOA*fe(J?Dt'f>G|5)77<:T/-J7/A, 9 □ 
ThYF 777 <-J7A, 7 A, * - , PI 5h jft . *«, » *f . *<5?SC <t 9 It, 
agt ic^T'H (Ant i t od, i es : A Laiora-tol^y Ma.n u 
a. I . . Hallow, David Lane e d . (1988) Cold 
3 Pf i n^ H a /b o r La,toJ-xtol"y*l) . 
[ 0 0 5 3 1 

P)&mm<i>1&T U fe^JS V l> T I* , B,S^A4£> JfiS S A . Si Ha J± ffi , £ c* & titt *t A 

&»mmt HI . Jfi Ha *fe « & » fllfci*, filftta. «*- »M*ib, 10 

s» m m m , s> r f c^ziitt^stgt-. 

[ 0 0 5 4 ] 

ia<5Lox - 1 ?g s w> su su, atc*icfltft#oLox - 1 5)7>»:z k £ ^ / $ i* 

IS9JU, 5&*fflfflSK»*fett«t*ffi»JVUT. * S , * ^ ft C If ^ Y ft 3 * fl # > « # ¥ 
VlfttTiSit ?C V^f $= J. 0J 2, I* . £ 5£ 8U , BHb 05 Jt SJ (7XDi^'>lSi) . 

ffistu. » « ffj (7i>i, v y > & ^ AS © # Witt * ) . * i/ - h »J , * ■* ffj 

. IS 6 n 1 , B * . £ H Jt * 7* , # 31 fl§ . HP #J, 156 A f J > » II II Jtt f 1 J # t BE 6 * 2 C V 
? Z . * . »5C»D7, ^(DIHIIHT, 7XA7t>, 7 )U =F Z 7 , 

> , 7 )l 9 ss y . 'J : y>l07S /S, id )S 7 ^ 7" $ 7 . -tr 7 f > . * ?K <b tt . m ti H . 

f, my )i ( y > z s - ;u , y^ch-A*) . » si ( # #£ js. 20 

Z* » » ) . ftfi7D7'J >f t§/C?t J;ll. )£«fflQ)7K^)S>;t3»^C(*> flJ % I* £ 

a A a 2k . 7" h" 7 m t n. 1* ^ <z> * <z> mi ju * t a ^ » m m ( ay 2 k , D-yiich-*, d 

- y > / - z , D-Y>:t--Jk nt^ F'j^tat-tfp) csinc^fst 1 
< . hi:, Jl^s^ilMi - SliH', 7 ;u □ - )V ( x * J - h m ) . * u 7 ^ □ - ;u 

(70Cl/>7:-)k PEGf) , ft 4 Z y ft ^ E >S ff J ( * 'J V ^ ^ - K 8 0 , H C 
0-5 0*) iHfflbTUll. 
[ 0 0 5 5 ] 

* fe . a 5 c jb d l o x - 1 fg ja w vi m , a & c m # 9 © l 0 x - 1 <d 7 y 9 =r z 7 h js. 

Z#/**.ttia*ffJl*7'f 7D J?C^Cl3At ^C^tf?? 1 ?. T ?CJ7«JIH7 

13; < A 7. I3r . t f* □ + ; y ^ f JH2 ;u □ - 7 . 7 f > « ^ U I X ? A, X 9 9 V kfkl # «t 30 

*S5? 7" ft. ^ t <9 * & 50 ? ft 1 . £ 1L . U * y - ^ , 7I7S>S9DZ7i7, 
□ X Y ^ V 3 > . ^ / HIT, &f ^ J 10 7- -t2 ;U ¥ -£ JpJ ffl b □ □ ^ h" F 7 y 7' T* 'J A 'J - 

77xA (Remington' s PkoL^nna.Geu-tica.1 Scinece 
I6 tk ed. , Oslo ed. (1 ?80)*») t?Ji?*?JiJ. ^^ft 

- iJS(ttllJVl7i^t^75iSt^a (ffl^K. Lan^e^ et a. I . (19 
81) J. Biomed. Mate Res. 15: 167-277; 
Lander (1982) Ckeim. TeoK.. 1 2: 98-105; Si 
dman et a I . (1983) BcoPolymers 22: 547-5 
6; US3.773.919; E P 5 8 , 4 8 1 ; EP 1 33, ? 8 8l#S) f 

*nw<DMjx i ®)Jkz*mfflfcmm\ J ®i • t k. > lox - 1 Cistjunttj-Ht 40 

[ 0 0 5 6 ] 

a * ^ q a # i* , » * u <tta»^A*c«fe';4Tt)ft, » m n a » , einan, a t a 
tt^^ir^ft^o ^ q ti5 , ^ew, ins, ma, Mn^^MKic^yft^-rz 
c^tRr«g7^ft^. A*<?>#aja&*«, 55itnsi!5<5iisc<i«, 

[ 0 0 5 7 ] 
[ X M ffl ] 
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0 7> I* & t> . 

[ n n fly 1 ] lox - 1 ite^QffliBiffl^*^^^^ ? - ft & 

* nifi fly ? i* . y^xlox - i Sfi^^ffl^iui^ffl'x^-tiit u^c, * 

r7^7L0X-1irUl£^<95D-Z>7tfiofe. CQiT/iDNAtfflU, M 
(Lnso^^^«S (No^tu^e 336 = 348 (1 988) ) o7*-7t 
•r 7' / 2 x * 7" U 9 7 a > t ^ £ d» C , 2^7^7>Ktt5te^fr ! £5< i fS;7 , > + 

^■-irne^tifAu^ffliifflMft^ffl^^^-tflisiufe. :<i)i, * * 7 w 5/ > tr ft 

* £ * Be « x9V>6<?>-ff, 7, 80-fiP^S?«lt)Zd;?CifAU, JE^^LOX- 

[ 0 0 5 8 ] 10 

A. T^XLOX - 1 t6^97D-:>7' 

SUPERSCRIPT Choice System (GIBCO BRL) tfflll 
7, 7^7 (C57BL/6) BSf <9 G D N A 7 'f 7 7 'J - (Loufn tda. Hi 0) 
t if K U » vUOX-1 cDNAC)^^-?) 1 ;-? <>5'7^^t?D-7'H 
7, ?7-7A^7 l jy^--73>tfio^. 5 i! <i> E» <I4 7 □ - 7 *M# ^ ft 

. J t<i)?t90->Tt>'-7l>-7>7l 1 797L0X-1 cDNA^i^-? 
7 U - T < y 7 7 U - U E n t 3* 5fe U . CT^SUfeY^LOX - I gDNA 
<9 E m t E W § * 1 C . £ fe ^ <P 7 s= 7 Bl E W t E ?'J § ^ 2 C * * . 

Y^7LOX-l7//*DNAtt;);0J;?CL77n-:>7lfe. * f . Y97L0X 

- 1 cDNAd)4?f-?> l J-?^77l/-/.t?D-7H7?7-n^7 l jy 20 
-<v-y3y&\z:<k l )j'yx ( 1 2 9 / S V ) Genomic DNA La.ni t io. 

fix i i^/^j-tz^'j-D^b^. m k ti & m 9 n - y d ft m%£ is & 

77-VDNAttyiB* S PL c I^t7JlfrU4*>41l;fe3kf>P, 8 k b P > 5 k t P <5# 
AUrTtt^tlYftPB I uesc^i Pt I I SK ( - ) <0 8a.c I t-f h Ct77 □ 

- Z > 7b ( 7 D - > D S , D8, D5)c^l)7> 7D-7D3, D 8, D 5 <9JmS 
IW<PV-7l>Xtfill, I?y>4ffD8C, !V/>5»^ 89«¥»D8C, X 

. B?J*§8~1 OCSt) . 7D->DCJ; l JiA-?tlILOX-1 Ifii^lMt 
£ 5 S SU RR B * ( E c o R V , Rclm H I . A P ol I . H i n D I I I ) 7^ t7J Hr U , *t <£> 
»JRIf*t>f H5ffii(5»Htff!lU*. (B 1 ) . 30 
[ 0 0 5 9 ] 

B. ffllHlfflfrift*. flj*t9»-ci);|»g 

7n->D8i:SfftH^7LOX - 1 » £ ^ Hr ^ t C I a. I * A P ol I "? 12) Br b £ D 
® 3 . 8 k t PO»^tT4* l J^7-1?CJ: l J¥5»*HtO. T4*U ^ 7-tf?T 
HJ^JSItUfePGEM-Neo'" <Z> E c o R If ^ K IClI 9^ & (P 5LOXNeo) 
. -7J , ^□-7D5lCg*nZ7^7LOX-l3te^-Br^t K P n I Y B ol m H I ? 
«BrU7?^3i/r<i>?t62kiPi9t5)tPB I ueSo/^i Pt I I SK (-) 
<9 KPn I V- 4 h- Y B ol m H I 1^>r hOfBCia^iiyO^. C^Tife^Br/ft A S P 7 1 8 

1 Y B ol m H I IU J; '7 W '7 & U . T 4 17 ^ ^ - tf' IU J; V ¥ ># * JSHb U £ & , T 4 7TC 'J * 
7-t7fit*ISItb^PMC 1 - tkCfifrii/,« (PLOX3 kt) . # >4 ft 2 □ 40 

- y t S ol I I V XLo I ? « tt L. « 'J iB r ft Br ft t P 5 L 0XNeo<9 S ol I I 4 
h IC » & J* , m^mfrfeXm^??- (LOX-1 tanetin^ V e o t o 
IT ) t # . C<P^??-ttWT(5J;?5»fttft-3 (01) . 

( t ) »Bl?y #i5l8l5y>Ol!!l*Ci?*t)?»f ^T-f V>Btt)l 

fe^#tfA7tl7U7. 

(i i) l7)'T<7l}RfflY-J-afi^VU7f$7>=t=7-* , »fi^?}|7. ( i i 
i)ifil!LOX-l3tfe^^©ffl[Dia37J-tt, ^Y^ ; 7>16ite^(i)l)1»83. 8 
k b . 2#7^77fi3'l£fcfe3-T3fc;0r®2ki-?;ft3. 

[ 0 0 6 0 ] 

[ H M 01 2 ] ffiM^«*,C<J;3£|i|LOX-l3ifi^tJf^ES ffl 13 <9 ft 50 
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* n n flu ■? a , 8M*«^iTn-t, xi/?hn#u-;/3>5*cj; , j 1 n/s 

V JY^Z^Vi^^ESISS RW-4CIAI, »ll?G41 BCi'ilRHIt 
o £ . #UfeG41 BBftDn:-C-5l)7, 7" > 7" □ y h C <fc ') *S |b] #1 ^ & £ # 
<9 « £ t ft . W. T . AftffllCiit^tZ. 

fillfriil^^ - (LOX-1 ToL^^etint Vector) DNA 2 
5 - 3 0 u f t X k o I?tDitlC^CJ:Ultt1tL. SHI K U . C<7>DNAt777. 
E 3iS§RW - 4 , 3X1 O 6 It§t'lL'nn/i;i/-5/3 >lSfiS (20mM 
HEPES P H 7 . 0, 1 3 7 m M NaC I . 5 m M K C I , 6 m M D-> I u 
cose,0.7mM Na-2 HP0 4 ) CS«U Field StrenUk 1 
85V/om>Ca,Pa.oit0Lnoe 5 0 0 uF<5*fr?, Hfi^lAtfio^. I 10 
Ai24!|l#i;fIS200u^/lnl(!)G41 8 ( G e n i t i c i, n ) (8IGM 
A tt G - 9 5 1 6 ) "? M K J§ ft t ft -s *L . ESJBiB<9J§«CI3c, 

* * (DMEM) (Gi tco/BRLtt 1 1 965-084) ft ft ft C ft M K 1 5 
* 5> * B& 1 Ha « ( H x c I onett SH3007 1 ) . ^IS2mM©L-7i^5> 
( G i Uo/BRLtt 25030-081) , ftaJS^^tftYftl 0 0 UM<9^ftI 
7 ^ / m (Gt Uo/BRLtt 1 1 1 40-050) . ft $ K 1 OmMQHEPES 
( G i tco/BRLtt 1 5630-080) , ftjjgflf-tft-ftll OOU/fn I <Z> 
: : yy>/X^?hT^y> (Gi tco/BRLtt 1 5140-1 22) . ft $ S 
1 00UM®B-^JH?H*/-A (S I GMAtt M-75 22) . L 7 ft $11 Jf 
1 OOOU/m I 9E8GR0 (LIF) (Gi tco/BRLtt 1 3275-029 20 
) tJitoUfetQtfflUfe (J-UTE 8««^!St) . 
[ 0 0 61] 

E 8fflSSI©7 < -y-fflJS^: b 7tt- E14. 5(5 #^SS[lfeMEF (Mo 
use E m t r x o n to Ft t^ot last) 3ffl BS t ffl U , tS ft SiS l£ D M E M ( 
Gi tco/BRLtt 1 1 9 65-0 84) JS ft ft IC ft $« K 1 0%<Z>^fl&!Elfil3i ( H X 
c I onett 8H3007 1 ) > ^!S2mM<i)L-7;i,n> (Gt tco/BRL 
tt 25030-081) . ftHfiff^tlYtll 0 0liM9?fII7§y» (Gi tco 
/BRLtt 1 1 1 40-050) . ^ISS'^ftYn 1 OOU/m I <9 Z 7 'J > / 7 
f- U 7- h 7 ^ 7 > (Gi tco/BRLtt 1 5 1 40-1 22) t%tol%.t<Dtmi) 

()HTMEFt§«^!Et) . 1 50cm 2 <5 7 7 Z > 7 )H> h ?JSt? 30 

feME FISSt f- U?5'>/E DTA (0. 0 5 % / 1 m M , Gi tco/BRLtt 2 

5 3 0 0 - 0 4 7 ) ?tt#b, 4ft01Ocm7*^y7a, 2 t © 2 4 ?!7- 1/ - h , 2 ft 
©6^7-U-K, 6 10 2 5 c hn 2 77 2 10 1 5 cm 2 7^7DlC A t^l A t , tl5)i 

[ 0 0 6 2 ] 

»6^?AI5B@#^ ^TQJ; ? Hi K U G 4 1 8ttt:D:-t 24^<5 

7-1/- hC»«Ufe. BP t , P-ZO 09C^» hY>tfflU7G4 1 8Btt:D:-t 
1 5 0 U I 0h ';7-77/EDTA^fttS^9 6 W «5 7 -f 5 D ? I/ - HC# b * Jt . 2 
0^^3 Vt^Oti'X-^-n^Wllfei, P - 1 OOO^C^vhT^-SCXv 
t< >7tZC^i:J;o7i-lS3lClfe. C0lMi3It 2 4^(5 7-^ - h CiL» 40 

^IC7>iJU^. BP^, C MJ ? =7 > / E D T A t 5 0 0 U I t 7 2 0 tI f B U 7 t (?) 

^>+a / X--?-W-?9i}JlU> E8iS«t 5 0 0 U IJt7.7P- 1 0 0 0 9C^vhY> 
?il»i:C^y7^>7tZC>:CJ;o7$-iilCl^. <9 # , 1 tn H5E3*I0 
Aofe 2 4^71/ - M:iiSi^)i(9¥*t«U - jc 9 2 4 5\? 1/ - h C t E 8 JSJSt 1 
m I *. £ . 7 ^ C 2 B I. /777-0247^7°U-SO>:tS}t9tJ£l)7tti4, E 8 *& « ft » 

j^io%©*B&!Biia»vft3ij^io*3>;/ , *?Ju;uu/K=$=;/i i (dmso) cb i f 

m a, tt D-5879) « ;(JD U *L>* ft E iS « t 1 m I Atl7, V-JUfei - 7 Ot? 

6 ft tit £ U . 

[ 0 0 6 3 ] 50 
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PB8?ft#Ufe«»*Ay77 - (IX 8D8, 20mM EDTA, 2 0 m M T 
ris PH7. 5) tZ50ul ^?D70-tf K(20m?/ml)5ultm 
nj;(I'J, 5 2 °C ~? 1 - 1 2"t^J0SL^. i»l^t>?itm7xy-i/?D 
□ /K^AttHiCJc'JDNAtttiHl,, tf>7D¥f<>7H!)IISDNAH7lUjfe 

[ 0 0 6 4 ] 

V > 5 ± » <?> E c o R V - 8 a, c I 7" 4 h «fc X 5 V > 8 T fa® X fc ol I - 10 

A P a- I ir >T h 9^<9l? l Jt?D-7^ b 7tf > A ^7 'J ^ a > t -> *L . C 

3>^S#^ffl@fflfr:&%&-?&3**%>;ft*.? □ - 7 I* , 3H G 4 1 8itt7D-> 

3 6 8 lini(7D->1 1 6, 7D->H4) (1212) 
[ 0 0 6 5 ] 

t--^>7 , DyKlfW?ffl|S|fi^«it»ffltar*l*.5n->HC. *fi#&UT*)ofc9 6ft 

Ufeo J HlYtl(5?n->#7 5-9 0%D77IH> hlUJlUfe^jfe"?247v;^^ 6 ft 

? >4 C . 6A7I/-I-C7 B~9 0 > 7 Al> h * ?«ML 

Z^*#i>ftfe^C?>-?. 1^*tt*llfil*U.»«J©lA*tt « B © a A 20 
^DNAlfflCSfflbfc. 
[ 0 0 6 6 ] 

Sg#Stt*T<i)to<47- 5 fe. BP t , IStESQ P B 8? 2 1 'J > 7 b^l, 0. 5 

mlQESQ Trypsin (LEXICON ttT/ie Mouse K i -t ) t in *, 

« 37t?1 5-2 O^lfiSb h 'J7y >55Itfio£«- ? 0 . 5 fn I <5 E 8 1 

® m ffl m m m t 1 5 m i i*f i-7c*u. r * c 1 m i ® e s m m « jb ? $ x 1 5* 
o. 25mi e smmmmfcmmmi . o. 25m i 92 xaajftjfitaifcfc. 7 

7^7i:y7AOlC^x/K9 + ttgb, - 8 0 °C ~? X * tt . 5ftttS* + -?«& 80 
U *L . 

[ 0 0 6 7 ] 

ll§8^0£AJ£e*DNA:teWffl<?>JflIBl*> E8«Bie<Z>at££lClSll3--t!:fc«, ^ © 
SBg\©ftAClll, ^<J</>3ffi]flSQ = ^<Z>-> Jk & = <D — t *t ti IIV 
f > □ - h b 6 0 m m t" * y 7 a IC « « U *L . Str*liffliStffD>7^X>KC*-?Jt5i 

u^^c?.-?i7r>7"ny his*fffl©7"7ZADNAtttaiu> ^ * <s> mm » □ > 7 ;u x > 

[ 0 0 6 8 ] 

[ * ft fll 3 ] I^^^LOX - 1 ilfi^tllTE 8lfECJ;I + /7 Y7X<!)ff^ 
*1 M ^ « £ # 51 §1 ? ft £ E S IiS7 D-7ICTH7, C5 7BL/6 J S Y 7 7 <5 40 
* IS t * Z h H7^7 t ft H U . 7tltfefilY^7<<)^^SCiil7lftt 
Sfe. J7 h (5ffK(i> SI2B1I:, 100UM EDTAtiilObfe WU tt 
en' S J§ JB ~? , Wf ^^St atlc^CJjoTffofe. 8 2EI M £ £ tt * H t 
2 4 af IB W k itten' s * « "7* JS * u « tt iJ ft. *l fBStSACffliife. SAciu 
E 8 Mtt , I«U7#U»Zlltt8BlCTE«iCJ; l J*»Ttt, Kttlfttt IC 
tt*Z*?4t:-?»iIUfc. ES IB^aASC^v I-H7H:, Cook IVFtt 
P o I ol)^ tody extrusion P i Pette (NI»20ufn) t 
m l ) . ft 3£ ffl C ^ y hHYtt, 1 mm^^/JvT/^Z^ (NAR I SH IGE) 

t « d\ * lift « 88 (8utteMiP-?8/IVF) tfflUTK 31 ?=Stt 0 fe*, Y 
OD7j-7 (De Fon^)^^un) tli)7*fi50~l 00um<9f^?tlli 50 
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(120) L0X-1 gene deleted animal 
<130> C1-A0234 
(160) 7 

<170> Patent In Ver. 2.1 

<210> 1 
<212> MA 

(213) Murinae gen. sp. 

(400) 1 

ctcttagcag gaatttggag atgacttttg 
ctgatcagaa gtcatgtggc aagaagccta 
ggttccctgc tgctatgact ctggtcatcc 
tacagtggac acaattacgc caggtatctg 
ctcagcagga tcgtatcctg gaagggcaga 
cacaggaatc aaagaaggaa ctgaaaggaa 
agaaatccaa agagcaggag gagcttctac 
aaagagctgc aaactcttca gaggagtccc 
tcacccggaa gctggacgag aaatccaaag 
acctccaaga agccctgcag agagctgcaa 
agggaaagat agacaccctc accttgaagc 
ttctacagaa gaatcagaac ctccaagaag 
cttgtccaca agactggctc tggcataaag 
gctgggaaaa aaaccggcag acctgccaat 
gtgcagatga tctgacattc atcttacaag 
ttggattgca tcggaagaag cctggccaac 



atgacaagat gaagcctgcg aatgacgagc 60 
aaggtctgca tttgctttct tccccatggt 120 
tctgcctggt gttgtcagtg acccttattg 180 
acctcttaaa acaataccaa gcgaacctta 240 
tgttagccca gcagaaggca gaaaacactt 300 
agatagacac cctcacccag aagctgaacg 360 
agaagaatca gaacctccaa gaagccctgc 420 
agagagaact caagggaaag atagacacca 480 
agcaggagga gcttctgcag atgattcaga 540 
actcttcaga ggagtcccag agagaactca 600 
tgaacgagaa atccaaagag caggaggagc 660 
ccctgcaaag agctgcaaac ttttcaggtc 720 
aaaactgtta cctcttccat gggcccttta 780 
ctttgggtgg ccagttacta caaattaatg 840 
caatttccca taccacctcc ccgttctgga 900 
catggctatg ggagaatgga actcctttga 960 
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attttcaatt ctttaagacc aggggcgttt 
cataccttca agacggagct gtgttcgctg 
gtcagaagaa gacaaatcat ttgcaaattt 
gagaagactt ttgactgtcg ctctgaaatt 
catgttggcc ttgacatctg tcagttacct 
ggaccagaag caaatactgg tggatccaga 
gttcaattgt ttatccatat acactggcct 
aatccttctt ccccttcgtg ttttaaatga 
actcagtctc ctctacctca gtatgcctcc 
tcctcctcaa gtgcaggcag agggctcaaa 
agaaacagaa ctggaaaaac tacactgcaa 
gcttgatctt tatgacagga gtccatctcc 
tttcctttta ttgtaagtta tggatagttt 
gcctggtgcc actgaagatc agaagaggac 
ggttgtaagc tgctatgtag atgtgaagaa 
gtactctttg ccatgagcta tctctcaagc 
ctccattttt gctctaccaa agaacagtgt 
attctagggg tattatagca gatatataga 
agatatagat atagatatag atatagatat 
agatatagat atagatatag atatagatat 
tgtgtgtgtt tctatgctag atacatcctt 
gtttgtaata atccaaattt aaaaataaat 
acagctaaga tgatgaacat acctgtcact 
acaaacacca atctgctttc agttcgcatt 
agaatctcat tatatagttc tggctggcct 
caccttctag agctcctcct gccagactcc 
atgtgtgact caaacacctt aatgtgaatg 
gtccagcttc ttccacttgg tacaattttt 
tgtttgtatc agttcatcat tcttttcaaa 



ctttacagct atattcatca ggcaactgtg 1020 
aaaactgcat tctaattgca ttcagcatat 1030 
agtgaatcta aagattctgg agaagaccat 1140 
taagctattc tttattacct gcatgtaaag 1200 
gatagctaca gttcacctca acaaagacaa 1260 
tgtttgaaat ctttgtatca aaacgtgtga 1320 
tgcccctcca aagtctccca accaacctgc 1380 
tgcttcctgc ctgacctggc catgctttgt 1440 
tgttgccgca tgaaagacag gatgtagaaa 1500 
ggcaaagctc gtccgagaaa taacatgcaa 1560 
acaggaactc atgatctcta aaaagccatg 1620 
agactgcact tttacacaca tattttttat 1680 
gcctacttga attctgtgta ccacatgagt 1740 
atcagattct ctggatctgg aattgcagat 1800 
ttgaattcgt gtcccctgga agaacagcca 1860 
tcctgtgatc aattcttgta tcagttatgt 1920 
tataacttta aaacagtaag tat tt teat t 1980 
tatagatata gatgatatag atatagatat 2040 
agatatagat atagatatag atatagatat 2100 
agagtgtgtg tgtgtgtgtg tgtgtgtgtg 2160 
gagaagatga gacagttttg tgtgaaatga 2220 
tcgatgatta cctgtagtgg tcatattacc 2280 
tctgcccctt tccaaagcct cccccctaaa 2340 
ttatagagct tatcattttg tttttaagac 2400 
ggaactcact acacagagca ggctggcctc 2460 
caaaccttaa gactgaagga gtgccctgcc 2520 
gaatagcata agatgtccag gtttttttca 2580 
aatttttgtg ttcatacatc tccaccacag 2640 
tgttgagcct tcccctgtgg atctatagtg 2700 
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tcatttgtta tctgtgtatt tgttgatgcg atttgggttg tttttatttg gggtcaccta 2760 

caaataaagc tgctatggat gtccatggac aaggctaata tcttaggtaa gcacctacga 2820 

gtaagatgct tgggtcattc agtgtgggaa tatatggttg gctattttaa ccattcctgt 2880 

ttgaaaacat taattttttt atttttgaaa tcaatttttt aaaaaattag tctattttac 2940 

atctcaaccc cagtttctct tcctcctctc ctctcaacct tctcccacct tctctccctg 3000 

accccatcca cccctcctcc ctttctctcc agaagagggg aggcctccca tggatgccaa 3060 

ccagcctcag catctcaagt tacagtaaga ataggtttgt cttctcttgt gaaaatctta 3120 10 

atttttagat ttatctatta tatatgcagt actttgcttg cacatatgta ttggtaccat 3180 

gtacatgaat ggtaccagag aaagtcagaa gaggccattg tattttctgg gactggaatt 3240 

acagacggtt ttgaacaatc ctatagactc tgggaactga acccaggtcc tctggaaagg 3300 

caagcagtgc tcttaacccc tgagccattt cttctggcct tttagcaatt tttattaata 3360 

tataactgtg tataattgca cttttagctc aaagttctta agtgtcaaat agtcttggat 3420 

ttattttcat gttatcactg tctgtacaat ttctgtgatg aaataactga gcatatattt 3480 

tgagaatttg gttttcttaa attttaaatc tgaaggattt acatatttga gaataaaaac 3540 20 

cagccagata tgaaaaaaaa a 3561 



<210> 2 
<211> 363 
<212> PRT 

<213> Murinae gen. sp. 80 
<400> 2 

Met Thr Phe Asp Asp Lys Met Lys Pro Ala Asn Asp Glu Pro Asp Gin 
15 10 15 



Lys Ser Cys Gly Lys Lys Pro Lys Gly Leu His Leu Leu Ser Ser Pro 

20 25 30 
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Trp Trp Phe Pro Ala Ala Met Thr Leu Val He Leu Cys Leu Val Leu 

35 40 45 

Ser Val Thr Leu lie Yal Gin Trp Thr Gin Leu Arg Gin Val Ser Asp 

50 55 60 

Leu Leu Lys Gin Tyr Gin Ala Asn Leu Thr Gin Gin Asp Arg lie Leu 10 

65 70 75 80 

Glu Gly Gin Met Leu Ala Gin Gin Lys Ala Glu Asn Thr Ser Gin Glu 

85 90 95 

Ser Lys Lys Glu Leu Lys Gly Lys He Asp Thr Leu Thr Gin Lys Leu 

100 105 110 20 

Asn Glu Lys Ser Lys Glu Gin Glu Glu Leu Leu Gin Lys Asn Gin Asn 
115 120 125 

Leu Gin Glu Ala Leu Gin Arg Ala Ala Asn Ser Ser Glu Glu Ser Gin 
130 135 140 

30 

Arg Glu Leu Lys Gly Lys He Asp Thr lie Thr Arg Lys Leu Asp Glu 
145 150 155 160 

Lys Ser Lys Glu Gin Glu Glu Leu Leu Gin Met lie Gin Asn Leu Gin 
165 170 175 



Glu Ala Leu Gin Arg Ala Ala Asn Ser Ser Glu Glu Ser Gin Arg Glu 
180 185 190 
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Leu Lys Gly Lys He Asp Thr Leu Thr Leu Lys Leu Asn Glu Lys Ser 
195 200 205 

Lys Glu Gin Glu Glu Leu Leu Glu Lys Asn Gin Asn Leu Gin Glu Ala 

210 215 220 

Leu Gin Arg Ala Ala Asn Phe Ser Gly Fro Cys Fro Gin Asp Trp Leu 

225 230 235 240 

Trp His Lys Glu Asn Cys Tyr Leu Phe His Gly Pro Phe Ser Trp Glu 

245 250 255 

Lys Asn Arg Gin Thr Cys Gin Ser Leu Gly Gly Gin Leu Leu Gin He 

260 265 270 

Asn Gly Ala Asp Asp Leu Thr Phe lie Leu Gin Ala He Ser His Thr 

275 280 285 

Thr Ser Pro Phe Trp He Gly Leu His Arg Lys Lys Pro Gly Gin Pro 

290 295 300 

Trp Leu Trp Glu Asn Gly Thr Pro Leu Asn Phe Gin Phe Phe Lys Thr 

305 310 315 320 

Arg Gly Val Ser Leu Gin Leu Tyr Ser Ser Gly Asn Cys Ala Tyr Leu 

325 330 335 



Gin Asp Gly Ala Val Phe Ala Glu Asn Cys He Leu He Ala Phe Ser 

340 345 350 
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He Cys Gin Lys Lys Thr Asn His Leu Gin lie 

355 360 

(210) 3 
<211> 93 
<212> DNA 

(213) Mutinae gen. sp. 

<400> 3 

ctcttagcag gaatttggag atgacttttg atgacaagat gaagcctgcg aatgacgagc 60 
ctgatcagaa gtcatgtggc aagaagccta aag 93 



(210) 4 
<211> 102 
<212> DNA 

(213) Murinae gen. sp. 

<400> 4 

gtctgcattt gctttcttcc ccatggtggt tccctgctgc tatgactctg gtcatcctct 60 
gcctggtgtt gtcagtgacc cttattgtac agtggacaca at 102 



<210> 5 

<211) 246 

<212) DNA 

(213) Murinae gen. sp. 
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<400> 5 

tacgccaggt atctgacctc ttaaaacaat 
tcctggaagg gcagatgtta gcccagcaga 
aggaactgaa aggaaagata gacaccctca 
aggaggagct tctacagaag aatcagaacc 
cttcag 



accaagcgaa ccttactcag caggatcgta 60 
aggcagaaaa cacttcacag gaatcaaaga 120 
cccagaagct gaacgagaaa tccaaagagc 180 
tccaagaagc cctgcaaaga gctgcaaact 240 

246 



<210> 6 
<211> 138 

(212) DNA 

(213) Murinae gen. sp. 

(400) 6 

aggagtccca gagagaactc aagggaaaga 
aatccaaaga gcaggaggag cttctgcaga 
gagctgcaaa ctcttcag 



tagacaccat cacccggaag ctggacgaga 60 
tgattcagaa cctccaagaa gccctgcaga 120 

138 



<210) 7 

(211) 138 

(212) DNA 

(213) Murinae gen. sp. 



(400) 7 

aggagtccca gagagaactc aagggaaaga tagacaccct caccttgaag ctgaacgaga 60 
aatccaaaga gcaggaggag cttctacaga agaatcagaa cctccaagaa gccctgcaaa 120 
gagctgcaaa cttttcag 138 
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<210> 8 

<211> 137 

(212) DNA 

(213) Murinae gen. sp. 



<400) 8 

gtccttgtcc acaagactgg ctctggcata aagaaaactg ttacctcttc catgggccct 60 
ttagctggga aaaaaaccgg cagacctgcc aatctttggg tggccagtta ctacaaatta 120 
atggtgcaga tgatctg 137 



<210> 9 
(211) 116 
<212> DNA 

(213) Murinae gen. sp. 

<400> 9 

acattcatct tacaagcaat ttcccatacc acctccccgt tctggattgg attgcatcgg 60 
aagaagcctg gccaaccatg gctatgggag aatggaactc ctttgaattt tcaatt 116 



<210> 10 
<211> 2582 

(212) DNA 

(213) Murinae gen. sp. 

(400) 10 

ctttaagacc aggggcgttt ctttacagct atattcatca ggcaactgtg cataccttca 60 
agacggagct gtgttcgctg aaaactgcat tctaattgca ttcagcatat gtcagaagaa 120 
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gacaaatcat ttgcaaattt agtgaatcta 
ttgactgtcg ctctgaaatt taagctattc 
ttgacatctg tcagttacct gatagctaca 
caaatactgg tggatccaga tgtttgaaat 
ttatccatat acactggcct tgcccctcca 
ccccttcgtg ttttaaatga tgcttcctgc 
ctctacctca gtatgcctcc tgttgccgca 
gtgcaggcag agggctcaaa ggcaaagctc 
ctggaaaaac tacactgcaa acaggaactc 
tatgacagga gtccatctcc agactgcact 
ttgtaagtta tggatagttt gcctacttga 
actgaagatc agaagaggac atcagattct 
tgctatgtag atgtgaagaa ttgaattcgt 
ccatgagcta tctctcaagc tcctgtgatc 
gctctaccaa agaacagtgt tataacttta 
tattatagca gatatataga tatagatata 
atagatatag atatagatat agatatagat 
atagatatag atatagatat agagtgtgtg 
tctatgctag atacatcctt gagaagatga 
atccaaattt aaaaataaat tcgatgatta 
tgatgaacat acctgtcact tctgcccctt 
atctgctttc agttcgcatt ttatagagct 
tatatagttc tggctggcct ggaactcact 
agctcctcct gccagactcc caaaccttaa 
caaacacctt aatgtgaatg gaatagcata 
ttccacttgg tacaattttt aatttttgtg 
agttcatcat tcttttcaaa tgttgagcct 
tctgtgtatt tgttgatgcg atttgggttg 
tgctatggat gtccatggac aaggctaata 



aagattctgg agaagaccat gagaagactt 180 
tttattacct gcatgtaaag catgttggcc 240 
gttcacctca acaaagacaa ggaccagaag 300 
ctttgtatca aaacgtgtga gttcaattgt 360 
aagtctccca accaacctgc aatccttctt 420 
ctgacctggc catgctttgt actcagtctc 480 
tgaaagacag gatgtagaaa tcctcctcaa 540 
gtccgagaaa taacatgcaa agaaacagaa 600 
atgatctcta aaaagccatg gcttgatctt 660 
tttacacaca tattttttat tttcctttta 720 
attctgtgta ccacatgagt gcctggtgcc 780 
ctggatctgg aattgcagat ggttgtaagc 840 
gtcccctgga agaacagcca gtactctttg 900 
aattcttgta tcagttatgt ctccattttt 960 
aaacagtaag tattttcatt attctagggg 1020 
gatgatatag atatagatat agatatagat 1080 
atagatatag atatagatat agatatagat 1140 
tgtgtgtgtg tgtgtgtgtg tgtgtgtgtt 1200 
gacagttttg tgtgaaatga gtttgtaata 1260 
cctgtagtgg tcatattacc acagctaaga 1320 
tccaaagcct cccccctaaa acaaacacca 1380 
tatcattttg tttttaagac agaatctcat 1440 
acacagagca ggctggcctc caccttctag 1500 
gactgaagga gtgccctgcc atgtgtgact 1560 
agatgtccag gtttttttca gtccagcttc 1620 
ttcatacatc tccaccacag tgtttgtatc 1680 
tcccctgtgg atctatagtg tcatttgtta 1740 
tttttatttg gggtcaccta caaataaagc 1800 
tcttaggtaa gcacctacga gtaagatgct 1860 
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tgggtcattc agtgtgggaa tatatggttg gctattttaa ccattcctgt ttgaaaacat 1920 
taattttttt atttttgaaa tcaatttttt aaaaaattag tctattttac atctcaaccc 1980 
cagtttctct tcctcctctc ctctcaacct tctcccacct tctctccctg accccatcca 2040 
cccctcctcc ctttctctcc agaagagggg aggcctccca tggatgccaa ccagcctcag 2100 
catctcaagt tacagtaaga ataggtttgt cttctcttgt gaaaatctta atttttagat 2160 
ttatctatta tatatgcagt actttgcttg cacatatgta ttggtaccat gtacatgaat 2220 
ggtaccagag aaagtcagaa gaggccattg tattttctgg gactggaatt acagacggtt 2280 
ttgaacaatc ctatagactc tgggaactga acccaggtcc tctggaaagg caagcagtgc 2340 
tcttaacccc tgagccattt cttctggcct tttagcaatt tttattaata tataactgtg 2400 
tataattgca cttttagctc aaagttctta agtgtcaaat agtcttggat ttattttcat 2460 
gttatcactg tctgtacaat ttctgtgatg aaataactga gcatatattt tgagaatttg 2520 
gttttcttaa attttaaatc tgaaggattt acatatttga gaataaaaac cagccagata 2580 
tg 2582 

<210> 11 

<211> 22 

<212> DNA 

<213> Artificial Sequence 

<220> 

(223) Description of Artificial Sequence: sense primer 
for mouse Lox-1 cMA amplification 



(400) 11 

aggtccttgt ccacaagact gg 



22 
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<210) 12 

<211> 23 

<212> SNA 

(213) Artificial Sequence 

<220> 

(223) Description of Artificial Sequence: ant i sense 
primer for mouse L0X-1 cDNA amplification 

<400) 12 

acgcccctgg tcttaaagaa ttg 23 



(210) 13 20 
<211> 22 
(212) DNA 

<213) Artificial Sequence 

<220> 

<223) Description of Artificial Sequence: sense primer 

for GADPH cDNA amplification so 

<400> 13 

gaccacagtc catgacatca ct 22 



(210) 14 
<211) 21 
<212> DNA 
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(213) Artificial Sequence 

<220> 

(223) Description of Artificial Sentience: ant i sense 
primer for GAPDH cDNA amplification 

(400) 14 

tccaccaccc tgttgctgta g 
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[01] 



< 



m 

LU 



[ m z ] 

5"-upstream probe 



3 -downstream probe 
Hindlll 



12kb 4 fc^-# 13 kb 

7kb V : 

7kb 



> 



_CQ_ 
X 



X 
LU 



[ m 3 ] 



EcoRV 

+/+ + /- -/- 



X 

o 



r/+ "/- 




273bp 
453bp 
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(51)Int.CI. 7 



F I 



4C0 8 5 



A6 1 P 

A6 1 P 

A6 1 P 

A6 1 P 

A6 1 P 

A6 1 P 

C1 2N 

C1 2Q 

GO 1 N 

GO 1 N 

GO 1 N 



7/02 
9/10 
9/12 
29/00 
33/00 
43/00 
5/10 
1/02 
33/15 
33/48 
33/50 
39/395 



A6 
A6 
A6 
A6 
A6 
A6 
A6 
C 1 
GO 
GO 
GO 
C1 
A6 
A6 



1 P 
1 P 
1 P 
1 P 
1 P 
1 P 
1 P 
2Q 
1 N 
1 N 
1 N 
2N 
1 K 
1 K 



7/02 
9/10 
9/10 
9/12 
29/00 
33/00 
43/00 
1/02 
33/15 
33/48 
33/50 
5/00 
39/395 
39/395 



1 0 1 



Z 
N 
Z 



// A6 1 K 



ZNAB 



D 
N 



(72)fgB|^ )\\m *Mi> 

#ra*»ia»fPKir , i 1 Ti 1 3 5&« *3Att**E»!*ffl5OTrn 

F 2G045 AA29 AA34 AA35 BB24 CB01 CB17 DA13 DA36 FB02 



4B024 AA01 AA11 CA02 DA02 HA11 

4B063 QA18 QR72 QR74 

4B065 AA91 AB01 BA02 CA44 CA46 

4C084 AA17 MA01 NA14 ZA402 ZA422 ZA452 XA542 ZB382 ZC332 ZC352 
ZC412 

4C085 AA13 AA14 CC32 EE01 GG01 



